•09/21/2005 17:01 FAX 



Atty. Docket No.: VPl/99-109 DIV US 
Application No.: iO/779332 
Applicants: Green etal. 



IN THE CLAIMS 



Please replace all prior versions and listings of claims with the amended claims as 



is H» CONH2, Ta,)-R, or T(ri)-Ar^; 
R is an aliphadc ot substituted aliphatic group; 
n is zero or one; 

T is C(=0), CO2, CONH, S(0)2, S(0)2NH, COCH2 or CH2; 

each R^ is independently selected from hydrogen, -R, -CHiOR* -CH20H, -CH=0. 
-CH2SR, -CH2S(0)2R» -CH2(C=0)R, -CH2CO2R, -CH2CO2H, -CH2CN, .CH2NHR, 
-CH2N(R)2, -CH=N-OR, -CH=NNHR. .CH=NN(R)2, -CH=NNHCOR, 
-CH=:NNHC02R, -CH=NNHS02R, -aryU -substituted aryU -CH2(aTyl), 
-CHaCsubstituted aiyl), -CH^NH?. -CH2NHCOR, -CH2NHCONHR, -CH2NHCON(R)2» 
-CH2NRCOR, -CH2NHCO2R. -CH2CONHR, -CHiCONCRh, -CH2SO2NH2, 
-CH2(beterocyclyl), -CH2(substitutBd heterocyclyl), -(heterocyclyl)> or -(substituted 
heterocyclyl); 

each R^ is independently selected from.hydrogen, R, COR« CO2R or S(0)2R; 
O is R or At'; 

At' is aiyl, substituted aiyl, aralkyl, substituted aralkyi, heterocyclyl, or substituted 
heterocyclyl, wherein Ar^ is optionally iiised to a pardally unsaturated or fully 
unsaturated five to seven membered ring containing zero to three heteroatoms: 



follows: 



(Currently amended) A compound having the formula 




wherein: 



X-Y-Z is selected from one of the following: 
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Q-NHis 




wherein the H of Q-NH is optionally replaced by R^; 
AisCR^ 

Af* is aryU substituted aiyl, heterocyclyl or substituted beterocyclyl, wherein Ar^ is 

optionally fused to a partially unsatuiated or fully unsaturated five to seven membcted 
ring containing zero to three heteroatoms; 

wherein each substitutable carbon atom in Ai^» including the fiised ring when present, is 
optionally and independently substituted by halo, R, OR> SR, OH, NO2, CN, NHs, 
NHR. N(R)2, NHCOR, NHCONHR, NHC0N(R)2, NRCOR, NHCOjR, COi^ CO2H, 
COR, CONHR, CON(R)2, S(0)2R, SONH2, S(0)R, SO2NHR, or NHS(0)2R. and 
wherein each saturated carbon in the fUsed ring is further optionally and independently 
substituted by =0, =S, =NNHR, ^NNRz, =N-OR. ^NNHCX)R, ^NNHCOiR. 
=NNHS02R, or =NR; and 

wherein each substitutable nitrogen atom in At^ is optionally substituted by R» COR, 

S(0)2R.orC02R. 

2, (Original) The compound of claim 1 where G is Ar^ 

3. (Original) The compound of claim 2 having the formula 
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4. (Previously presented) The compound of claim 3 where Q-NH is 



5. (Original) The compound of claim 4 where is alkoxyalkyi, 
alkoxycarbonylalkyl, hydroxyalkyl, pyridinylalkyi, alkoxycycloalkyl, cycloalkyl, 
alkoxycarbonylcycloalkyU hydroxycycioalkyl, Ai^ or T-Ai^ where T is C(=0). 

6. (Original) The compound of claim 5 where is cyclohexyU cyclohexanol- 
4-yl, cyclohexanon-4-yl, 2-piopaii-l-o1, 2-mcthoxy-l-methylethyl, 3-butyryl alkyl ester. 
2-pyridinyl-2-ethyl, or an optionally subsdtuted phenyl, naphfliyl, pyridyl, quinolinyl, 
thienyl or indanyl. 

7. (Original) Tlie compound of claim 6 where is an optionally substituted 

alkyl. 

8. (Previously presented) A compound selected firom the group consisting of 
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wh^cin Q is 





O, R^ R\ R^, R^ and arc deTinecl as 



No. 


G 


R' 


R» 




R* 


R* 


R' 


IIA-16 


Phenyl 


Et 


H 


CN 


H 


H 


H 


IlA-17 


Hienyl 


Et 


H 


CO2H 


H 


H 


H 


nA-18 


Phenyl 


Me 


H 


F 


H 


H 


H 


HA- 19 


Phenyl 


Me 


H 


H 


F 


H 


H 


IIA.20 


Phenyl 


Me 


H 


H 


COMe 


H 


H 


IIA.21 


Phenyl 


Me 


H 


H 


COPh 


H 


H 


UA-2A 


Phenyl 


Me 


H 


H 




H 


H 


IlA-40 


Phenyl 


Et 


H 


H 


H 


H 


H 


IIA-43 


Phenyl 


Me 


H 


CO2H 


H 


H 


H 


IIA-47 


Phenyl 


Me 


H 


H 


OMe 


H 


H 


IIA-48 


Phenyl 


Me 


H 


OMe 


H 


H 


H 


IIA-50 


Phenyl 


Me 


H 


C02Me 


H 


H 


H 


IIA-52 


Phenyl 


Me 


H 


H 


H 


H 


H 


IIA-64 


Phenyl 


Me 


H 


H 


COsMe 


H 


H 


IIA-67 


Phenyl 


Me 


H 


CN 


H 


H 


H 


IIA-68 


Phenyl 


Me 


H 


H 


CN 


H 


H 


IIA-98 


Phenyl 


Me 


H 


H 


NMe2 


H 


H 


IIA-99 


Phenyl 


Me 


H 


NO2 


H 


H 


H 


OA-lOO 


Phenyl 


Me 


H 


NHAc 


H 


H 


H 


nA-ioi 


Phenyl 


Me 


H 


NHa 


H 


H 


H 


IIA-132 


Phenyl 


Me 




IIA-133 


Phenyl 


Me 




IIA-134 


Phenyl 


Me 


H 1 CH2OH 1 H H 1 H 


UA-13S 


Phenyl 


Me 
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G >=A 



(b) a compound of formula ^ ^ 
wherein O, A and are defined a& 



No. 


G 


A 




IlAA-1 


Phenyl 


CH 




nAA-2 


Phenyl 


CH 




nAA-39 


Phenyl 


CH 




llAA-40 


Phenyl 


CH 





(c) a compound of formula O s R 



wherein Q is / and 

Ar\ R^, R'*, R^ and R** are defined as 



No. 


AT* 


R* 


R^ 1 R* 


R» 1 R- 


inA-77 


phenyl 


H 


COMe 


H 


H 


H 


IIIA-78 


phenyl 


H 


CN 


H 


H 


H 



f V-NHR' 

(d) a compound of formula O : 
wherein Ai\ A. R* and are defined as 
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No. 


Ar* 


A 






XIA-1 


phenyl 


CH 


phenyl 


CHa{morphoIin''4-Yl) 


XlA-2 


phenyl 


CH 


phenyl 


CH2N(CH3)2 


XIA-3 


phenyl 


CH 


phenyl 


CH2NEt2 


XIA-4 


phenyl 


CH 


phenyl 


CHiN(CHa)CH2Ph 


XIA-5 


phenyl 


CH 


phenyl 


CH2(l-t- 
butoxycarbonylpiperazin-4- 
yl) 


XIA-6 


phenyl 


CH 


benzyl 


CH2(morpholm-4-yl) 


XIA-7 


phenyl 


CH 


cyclohexyl 


CH2(morpholin-4-yl) 


XIA-8 


phenyl 


CH 


4-[ l,2-(OMe)2-phenyl] 


CH2(niorpholiti-4-yl) 


XIA-9 


phenyl 


CH 


4-cyclohexiinol 


CH2(inorpnoHn-4-yij 


XIA-10 


phenyl 


CH 


phenyl 


CH7N(CHijCH2CH2N(CH3)2 


XIA-ll 


phenyl 


CH 


phenyl 


CH2N (CH3)ClllC02i-ll3 


XIA-12 


phenyl 


CH 


phenyl 


CHiCpiperazin- i -y 1 ) 


XlA-15 


4-F-phenyl 


CH 


cyclohexyl 


CH20(tctianydroiuran-3-yi; 


XIA-16 


4-F-phenyl 


CH 


3-cyanophenyI 


CH20(tetrahy(Jrofiiran-3-yl) 


XIA-17 


4-F-phenyl 


CH 


2-(2-pyridmyl)ethyl 


CH20(tetiMyarofuran-3-ylj 


XIA-1 8 


4-F-phenyl 


CH 


l-ben2yl-piperidin-4-yl 


CH20(tEtiahyaiOTuran-3-yi) 


XIA-19 


4-F-phenyl 


CH 


4-cyclohcxanol 


CH20CH2CH20CH3 


XIA-20 


4-F-phenyl 


CH 


cyclohexyl 


CH?.OCH2CH20CH3 


XIA-21 


4-F-phenyl 


CH 


l-Cl-pyridinyOethyl 


CH9.OCH1CH2OCH3 


XIA-22 


4-F-phenyl 


CH 


1 -l)cnzvl'Piperidin-4-yl 


CH2OCH2CH2OCH3 


XIA-23 


4-F-phenyl 


CH 


4-cyclohexBiiol 


CH2(niorphohn-4-yl) 


XIA-24 


4-F-phenyl 


CH 


cyclohexyl 


CH2(morpholin-4-yI) 


XIA-25 


4-F-phenyl 


CH 


3-cyanophenyl 


CH2(morpholin-4-yl) 


XIA-26 


4-F-phenyl 


CH 


2-<2-pyridinyl)ethyl 


CH2(inorpholin-4-yl) 


XIA-27 


4-F-phenyl 


CH 


l-benzyl-piperidin-4-yl 


CH2(niOTpholin-4-yi) 


XIA-28 


4-'F-phenyl 




4-cycionexanoi 


rTTnOCH^ 
\«,jtA2v,/v^j:ij 


XlA-29 


4-F-phenyI 


CH 


cyclohexyl 


CHjOCH, 


XIA-30 


4-F-phenyl 


CH 


3-cyanoiphenyl 


CH1OCH3 


XIA-3 1 


4-F-phenyl 


CH 


2-(2-pyridinyI)ethyl 


CH?0CH3 


XlA-32 


4-F-phenyl 


CH 


l-benzyl-piperidin-4-yl 


CHjOCHi 


XIA-33 


4-F-phenyl 


CH 


4^yclohexanol 


CHzOCHj 


XIA-34 


4-F-phenyl 


CH 


cyclohexyl 


CHiOCH, 


XIA-35 


4-F-phenyl 


CH 


3-cyanophenyl 


CH1OCH3 


XIA-36 


4-F-phenyI 


CH 


2-(2-pyridinyl)ettxy] 


CHaOCHs 


XlA-37 


4-F-phenyl 


CH 


4-cyclQh&xanol 


CItO(tstrahydrofuran-3-yl) 


XIA-38 


4-F-phenyl 


CH 


cyclohexyl 


GHaOCtetrahydrafuran-S-yl) 


XlA-41 


4-F-phenyl 


CH 


4-methoxybeilzyl 


CH3OCH3 



(e) a compound selected from: 
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IB-3 




(f) a compound having the formula H 




wherein Q is and 
G, and are defined as 



No. 


G 


R* 




IC-1 


4-F-phenyl 


Phenyl 


H 


IC-2 


4-F-pheaiyl 


Cyclohexyl 


H 


IC-3 


4-F-phenyl 


Isoquinolin-4-yl 


H 


IC-4 


4-F-phenyI 


6-MeO-naphthalen-2-yl 


H 


IC-5 


4-F-phenyl 


4-cycIohexanoI 


H 


IC-9 


4-F-phenyl 


Cyclohexyl 


CH3 


IC-10 


4-F-phenyl 


Cyclohexyl 




lC-11 


Phenyl 


Cyclohexyl 





and 

(g) a compound of formulae: 
-N 





ID or m 

wherein r' is phenyl, R^' is hydrogen and A is CH, and 
R^ is H or CH3 in formula ED; or 
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is H or CHb in formula IE. 



9. (Canceled). 



10. (Previously presented) A compound having the formula: 




wherein: 

X-YisN-OorO-N; 
A is CH; 

O is R, aryl or substituted aiyl; 

R is aliphatic or substituted aliphatic; 

R^ is selected from hydrogen, -R, -CH^iOR. -CH2OH, -(3I=0, -CH2SR, -CH2S(0)2R. 
-CH2(00)R, -CHjCOaR, -CH2C02H. -CM2CN. -CH2NHR, -CH2N(R)2, -CHrf^-OR. 
-CH=NNHR, -CH=NN(R)2. -CH=NNHCOR, .CH=;NNHC02R, -CH^NNHSQaA 
-aryl, -substitu^ aryl, -CH2(aryl), -CH2(substituted aryl), -CH2NH2, -CH2NHCOR, 
-CH2NHCONHR, .CH2NHCON(R)2, -CHbNRCOR, -CH2NHCO2R, -CH2CONHR, 
-CH2C0N(R)i, -CH2SO2NH2* <H2(heterocyclyl), 43l2(substituted hetcrocyclyl), 
-(hetcrocyclyl), or -(substituted heterocyclyl). 

1 1 . (Cunently amended) A pharmaceutical composition comprising an amount 
of a compound according ffl any one of claims 1-8 effective to inhibit JNK, and a 
pharmaceutically acceptable canier. 

12. (Currendy amended) A method for treating rheumatoid arthritis a-dieease 
B tato or oondition in mnynmola that is olloviatod by tr e otm e nt with a protoin kinas e 
inhibitor^ comprising administering to a mammal in need of such a trpafanont said treating 
a therapeutically effective amount of a compound of formula I: 
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.0— nh-r' 



Y 



wherein: 



X-Y-Z is selected from one of the following: 




is H, CONHa, T(„)-R. or Tf^yA?\ 
R is an aliphatic or substituted aliphatic group; 
n is zero or one; 

T is C(=0), CO2, CONH, S(0)2, S(0)2NH, COCH2 or Ofc; 

each R^ is independently selected from hydrogen, -R* -CH2OR, -CHtOH^ -CH=0, 
-CHiSR. -CH2S(0)2R, -CH2((>0)R, -CHiCOjR, <:H2C02H, -CHjCN. -CH2NHR, 
-CH2N(R)2, -CH=N OR, -CH=NNHR, -CH=NN(R)2, -CH=NNHCOR, 
-CH=NNHC02R, -CH=NNHS02R* -aryl, -substituted aryl -CH2(aryl), 
^CHiCsubstituted aryl), -CH2NH2, -CH2NHCOR, .CH2NHCONHR, -CH2NHCON(R)2. 
^CHaNRCOR. -CH2NHCO2R, -CHiCONHR, -CHjCONCRh, -CH2SO2NH2, 
-CHiOieterocyclyl), -CH2(sub&tituied heterocyolyl), -(heterocyclyl), or -(substituted 
heterocyclyl); 

each R^ is independentfy selected from hydrogen, R, COR, CO2R or S(0)2R; 
GisRor Ar^ 

Ar* is aiyU substituted aryi, aralkyl, substituted aralkyl, heterocyclyl, or substituted 
heterocyclyl, wherein Ar' is optionally fused to a partially unsaturated or fully 
unsaturated five to seven membered ring containing zero to three heteroatcMos; 

Q-NHis 
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wheiein the H of Q-NH is optionally replaced by R^; 
A IS CR^ 

Ai^ is aryl, substituted aryl. beterocyclyl or substituted hcierocyclyl, wherein Ai^ is 

optionally fused lo a partially unsaturated or ftdly unsaturated five to seven membered 
ring containing zero lo three heteroatoms; 

wherein each substitutable carbon atom in Ar^, including the fused ring when present, is 
optionally and independently substituted by halo, R> OR, SR, OH, NO2, CN, NH2, 
NHR. N(R)2, NHCOR, NHCONHR, NHCON(R)2, NRCOR, NHCO2R, CO^R. CO2H, 
COR. CONHR, CON(R)2, S(0)2R, SONH2, S(0)R, S02jfflR. orNHS(0)2R, and 
wherein each saturated carbon in the fused ring is further optionally and independently 
subsdtuted by =0, =S, =NNHR, =NNR2, =N-OR, =NNHCOR, =NNHC02R, 
^NNHS02R, or =NR; and 

wherein each substitutabk nitiogen atom in Ar^ is optionally substituted by R. COR, 
S(0)2R, or CO2R. 

13-24. (Canceled) 

25. (New) A compound having the formula 



wherein: 

X-Y-Zis "3 ; 

R' is cyclohexyl, cyclohBxanol-4-yl, cyclohexanon-4-yl, or an optionally substituted 
phenyl, naphthyl, pyiidyl, quinolinyU diienyl or indanyl; wherein each substitutable 
carbon atom of said optionally substituted phenyl, naphthyl, pyridyl, quinolinyl, 
thienyl or indanyl is optionally and iitdependently substituted by halo, R, OR, SR, OH, 
NO2, CN, NH2, NHR, N(R)2, NHCOR. NMCONHR, NHCON(R)2, NRCOR, 

11 
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NHCO2R, CO2R. CO2H, CX)R, CONHR. CON(R)2, S(0)2R, S0NH2> S(0)R, 
SOiNHR, or NHS(0)2R, and wherein each saturated carbon in the fused ring is further 
optionally and independently substituted by =0, =S, =NNHR, =NNR2, =N-OR, 
=NNHCOR, =NNHC02R, =NNHS02R, or =NR; and wherein each substituiable 
nitrogen atom of said phenyl, naphthyU pyridyl, quinolinyl, thienyi ormdanyl is 
optionally substituted by R, COR. S(0)2R, or CQ2R; 
R is an aliphatic or substituted aliphatic group; 

each R^ is independently selected from hydrogen, -R, -CH2OR, -CH2OH, -CH=0, 
.CH2SR. -CH2S(0)aR, -CH2(G=0)R, -CHiCO^, -CH2CO2H, -CH2CN, -CHiNHR. 
-CH2N(R)2, -CH=N-OR, -CH^^NNHR, ^CH=NN(R)2. -CH=NNHCOR, 
-CHaNNHCOiR, -CH=NNHS02R, *aryl, -substituted aryl, -CH2(aiyiX 
-CH2(substituted aryl), -CH2NH2, -CH2NHCOR. -CH2NHCONHR. -CH2NHCON(R)2, 
-CH2NRCOR. -CH2NHCO2R, -CH2CONHR, -CH2CON(R)2, -CH2SO2NH2, 
-CH2(heterocyclyl), -CH2(fiubstituted heterocyclyl), -(heterocyclyl), or -(substituted 
heterocyclyl); 

each R^ is independentiy selected from hydrogen, R, COR, CO2R or S(0)2R; 
G is R or At' ; 

Ar^ is aiyl, substituted avyl, arall^l, substituted aialkyl, heterocyclyl, or substituted 
heterocyclyl, wherein Ar^ is optionally fused 10 a partially unsaturated or fully 
unsaturated five to seven membered ring containing zero to three heteroatoms; 



whmin the H of Q-NH is optionally leplaced by V? ; and 
AisCRl 

26, ^ew) A pharmaceutical composition comprising an amount of a 
compound according to claim 25 effective to inhibit JNK, and a phaimaceuticaUy 
acceptable carrier. 



Q-NHis 
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27. (New) A method for treating rheumatoid arthritis, comprising administering 
to a mammal in need of such a treatment a therapeutically effective amount of a 
compound according to claim 25. 
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